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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

1 . A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
09/23/2008 has been entered. 

2. Applicant's amendment of claims 42-44, 47-58, and 60, the cancellation of claims 
45, 46, 59, 61 , 62, and 64, and submission of new claim 65 and 66 in the paper filed on 
08/22/2008 is acknowledged. 

Claims 42-44, 47-58, 60, 63, 65, and 66 are pending and at issue. 
The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Objections and Rejections that are Moot / Withdrawn 

Canceled Claim Objections and Rejections Moot / Withdrawn 

3. The objections and rejections of canceled claims 45, 46, 59, 61 , 62, and 64, are 
moot and therefore are withdrawn. 
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Sequence Rules Compliance Moot 

4. The objection to canceled claim 61 for not complying with sequence rules is moot 
and therefore is withdrawn. 

Claim Rejections Withdrawn - 35 USC § 102(b) 

5. The rejection of claims 42-44, 46, 47, 51-56, 59-61 , 64, and 64 under 35 
U.S.C. 102(b) as being anticipated by Tyagi et al. (1999) is withdrawn. Applicant's 
arguments have been considered but are moot in view of the new ground(s) of rejection, 
necessitated by amendment. 

Claim Rejections Withdrawn - 35 USC § 103(a) 

6. The rejection of claims 45, 48, 57, and 62 under 35 U.S.C. 1 03(a) as being 
unpatentable over Tyagi et al. further in view of Glazer et al. (1 998) is withdrawn. 
Applicant's arguments have been considered but are moot in view of the new ground(s) 
of rejection, necessitated by amendment. 

7. The rejection of 49 and 58 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Tyagi et al. and Glazer et al. further in view of Surrey et al. (1 964) is 
withdrawn. Applicant's arguments have been considered but are moot in view of the 
new ground(s) of rejection, necessitated by amendment. 
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New Objections and Rejections Necessitated by Amendment 
New Claim Objections 

8. Claim 60 is objected to under 37 CFR 1 .75(c), as being of improper dependent 
form for failing to further limit the subject matter of a previous claim. Applicant is 
required to cancel the claim(s), or amend the claim(s) to place the claim(s) in proper 
dependent form, or rewrite the claim(s) in independent form. Antecedent claim 42 
already recites wherein the carrier molecule is an antibody and thus dependent claim 60 
is not further limiting. 

9. Claim 65 is objected to under 37 CFR 1 .75(c), as being of improper dependent 
form for failing to further limit the subject matter of a previous claim. Applicant is 
required to cancel the claim(s), or amend the claim(s) to place the claim(s) in proper 
dependent form, or rewrite the claim(s) in independent form. Antecedent claim 42 
already recites wherein the carrier molecule is an antibody and thus dependent claim 65 
is not further limiting as neither strepavidin nor avidin is an antibody. 

1 0. Claim 66 is objected to for improper use of the trademark CY5™ . It and any 
other trademarks should be capitalized wherever they appear and be accompanied by 
the generic terminology. 

Although the use of trademarks is permissible in patent applications, the 
proprietary nature of the marks should be respected and every effort made to prevent 
their use in any manner which might adversely affect their validity as trademarks. 
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Applicant is advised to scan the entire application to ensure trademark usage in 
all the places where it appears in the application is in compliance with the current office 
guidelines. 



New Claim Rejections - 35 USC §112 

1 1 . Claim 66 contains the trademark/trade name CY5™. Where a trademark or 
trade name is used in a claim as a limitation to identify or describe a particular material 
or product, the claim does not comply with the requirements of 35 U.S.C. 1 1 2, second 
paragraph. See Ex parte Simpson, 218 USPQ 1020 (Bd. App. 1982). The claim scope 
is uncertain since the trademark or trade name cannot be used properly to identify any 
particular material or product. A trademark or trade name is used to identify a source of 
goods, and not the goods themselves. Thus, a trademark or trade name does not 
identify or describe the goods associated with the trademark or trade name. In the 
present case, the trademark/trade name is used to identify/describe the cyanine and, 
accordingly, the identification/description is indefinite. 



New Claim Rejections - 35 USC § 103(a) 

12. Claims 42-44, 47, 49-58, 60, 63, and 65 are rejected under 35 U.S.C. 1 03(a) as 
being unpatentable over Langel et al. (United States Patent 6,025,140 issued 2000) 
and Walker et al. (1995). 

Regarding claims 42, 47, 52, 55, 60, Langel et al. a labeled conjugate which is a 
cyanine oligonucleotide-peptide conjugate (entire patent) comprising: 



Application/Control Number: 10/516,744 Page 6 

Art Unit: 1637 

- a cyanine dye covalently attached to an oligonucleotide (see claim 10 and column 7 
lines 46-53), 

- a carrier molecule which is an peptide (see claim 1 and see Figure 5) and by 
incorporation of reference to Walker et al. (see list of references and see column 24 
lines 1-4) further suggest that the carrier molecule can be an antibody (see title of the 
reference of Walker et al.), 

said entity being covalently attached to said carrier molecule by means of at least one 
functional group on the oligonucleotide (see Scheme 1), said functional group which can 
be an amino group of a modified nucleobase in the oligonucleotide (see column 13 lines 
52-63). 

Regarding claim 42, Langel et al. teach cyanine labeled oligonucleotide-peptide 
conjugates, reference oligonucleotide-antibody conjugates and suggest these but do not 
specifically teach a cyanine labeled oligonucleotide-antibody conjugates. 

Regarding claims 43, 50, and 63, Langel et al. teach an oligonucleotide which is 
15 nucleotide units (see Figure 3). 

Regarding claim 44, Langel et al. teach linkers/spacer arms (see column 9 lines 
4-6 and see Figure 3). 

Regarding claim 51 , Langel et al. teach the DNA or RNA units are attached 
through phosphodiester bonds (see column 8 lines 21-37). 

Regarding claim 53, Langel et al. teach PNA analog nucleoside units attached to 
each other by amide bonds (see column 1 1 line 65 to column 1 2 line 6). 
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Regarding claims 54 and 56, Langel et al. teach PNA analog nucleoside units 
attached to each other by amide bonds (see column 1 1 line 65 to column 12 line 6) and 
teach at least 5 internucleotide phosphodiester bonds at the end intended to be 
attached to the fluorophore (see column 8 lines 21-37 and see Figure 3). 

Regarding claim 65, Langel et al. teach streptavidin (see Example 5). 

Regarding claim 42, Walker et al. a labeled conjugate which is a radiolabeled 
oligonucleotide-antibody conjugate (entire article, especially Scheme 1) comprising: 

- a radiolabel covalently attached to the 3' end of an oligonucleotide (see legend to 
Figure 1) 

- a carrier molecule which is an antibody (see Scheme 1) 

said entity being covalently attached to said carrier molecule by means of at least one 
functional group on the oligonucleotide (see Scheme 1), said functional group being an 
maleimide group (again see Scheme 1). 

Regarding claim 42, Walker et al. teach a label but do not specifically teach a 
fluorescent label and do not specifically teach a cyanine dye. 

Regarding claim 49, 57, and 58, Walker et al. teach a spacer arm of the first 
listed formula (see Scheme 1). 

Therefore, it would have been obvious to one of ordinary skill in the art at the 
time the claimed invention was made to modify the cyanine labeled oligonucleotide- 
peptide conjugate of Langel et al. by substituting an antibody for the peptide as 
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suggested by Walker et al. with a reasonable expectation of success. The motivation to 
do so is provided by Langel et al. who teach that the reference of Walker et al. is 
specifically and individually incorporated by reference (see column 24 lines 1-4). Further 
motivation to do so is provided by Walker et al. who teach that oligonucleotide-antibody 
conjugates improve cellular delivery of therapeutic antisense oligonucleotides (see 1 st 
sentence on p. 1548 and see 2 nd paragraph on p. 1552). Thus, the claimed invention as 
a whole was prima facie obvious over the combined teachings of the prior art. 

13. Claim 48 is rejected under 35 U.S.C. 103(a) as being unpatentable over Langel 
et al. and Walker et al. as applied to claim 47 above, and further in view of Glazer et al. 
(1998, previously cited). 

Langel et al. and Walker et al. teach noted above. 

Langel et al. and Walker et al. teach spacer arms but do not specifically teach an 
alkylene spacer arm. 

Regarding claim 48, Glazer et al. teach a linear alkylene spacer arm having a 
divalent organic radical which can be of the length of C1-C20 and containing one hetero 
atom, N (see the structure at column 8, lines 14-22 and see claim 27). Glazer et al. also 
teach where the fluorophore which cyanine (see Title and Abstract). 

Therefore, it would have been obvious to one of ordinary skill in the art at the 
time the claimed invention was made to modify the spacer arm of Langel et al. and 
Walker et al. by substituting a linear alkylene spacer arm having a divalent organic 
radical as suggested by Glazer et al. with a reasonable expectation of success. The 
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motivation to do so is provided by Glazer et al. who teach the 20 atom length 
specifically for use with oligonucleotides: "Linkage of the fluorophores to the backbone 
is achieved by conventional covalent binding. . . .In the case of nucleic acid backbones 
[oligonucleotides], linkage is preferably achieved by use of a convenient linking arm 
usually consisting of from about 2 to about 20 . . . atoms" (see column 7 line 65 through 
to column 8 line 9). Glazer et al. further teach: "A preferred linking group structure is an 
amide-containing chain . . . (see column 8 lines 10-111). Thus, the claimed invention as 
a whole was prima facie obvious over the combined teachings of the prior art. 

14. Claim 66 is rejected under 35 U.S.C. 103(a) as being unpatentable over Langel 
et al. and Walker et al. as applied to claim 47 above, and further in view of Zuk et al. 
(United States Patent 5,650,334 issued 1997). 

Langel et al. and Walker et al. teach noted above. 

Langel et al. and Walker et al. teach cyanine dyes but do not specifically teach 
the cyanine dye which is CY5™. 

Regarding claim 66, Zuk et al. teach labeling nucleic acids with CY5™, an 
arylsulfonate cyanine dye. (see Abstract and see claim 10). 

Therefore, it would have been obvious to one of ordinary skill in the art at the 
time the claimed invention was made to modify the cyanine dye of Langel et al. and 
Walker et al. by substituting CY5™, an arylsulfonate cyanine dye, as suggested by Zuk 
et al. with a reasonable expectation of success. The motivation to do so is provided by 
Zuk et al. who teach that labeling with CY5™, an arylsulfonate cyanine dye, provides: 
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". . . substantially enhanced fluorescent emission levels (signal amplification) with 
reduced self-quenching" (see column 3 lines 34-36) . Thus, the claimed invention as a 
whole was prima facie obvious over the combined teachings of the prior art. 

Conclusion 

1 5. No claim is free of the prior art. 

16. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Mark Staples whose telephone number is (571) 272- 
9053. The examiner can normally be reached on Monday through Thursday, 9:00 a.m. 
to 6:00 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on (571) 272-0782. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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Mark Staples 
/M.S./ 

Examiner, Art Unit 1637 
October 8, 2008 

/Kenneth R Horlick/ 

Primary Examiner, Art Unit 1637 



